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Amendments to the Claims; 



PATENT 



The following is a complete list of claims indicating the changes incorporated by 
the present amendment and replacing all prior versions of the claims. Any claims canceled 
herein and all deletions made in claims that are not canceled herein are done so without prejudice 
to being re-instituted at a later date in this or a related application. 

WHAT IS CLAIMED IS: 

Claim 1 (canceled) 

Claim 2 (currently amended): A ¥he pharmaceutical composition comprising (a) a complex of 
(0 a cyclic polyaza chelator having complexing affinity for first transition series elements and 
(if) a cation of a member selected from the group consisting of calcium and magnesium and (b) a 
pharmacologically acceptable carrier, of cla i m 1 in which said cyclic polyaza chelator is=a 
chelator having the formula 




(I) 



wherein: 

m, n, and p are each independently 2 or 3; 
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q is 1 or 2; 

R 2 andR 3 are each independently selected from the group consisting of H, alkyl, alkenyl, 
aryl, arylalkyl, alkoxy, alkylthio, alkenoxy, alkenylthio, aryloxy, arylthio, alkyl 
interrupted by oxa, alkenyl interrupted by oxa, alkyl interrupted by thia, alkenyl 
interrupted by thia, aryloxyalkyl, alkoxyaryl, aminoalkyl, aminoalkenyl, 
aminoaryl, aminoarylalkyl, hydroxyalkyl, hydroxyalkenyl, hydroxyaryl, 
hydroxyarylalkyl, and halogen-substituted versions thereof; 

R 1 is a member aclcctod from the group conoioting of R 3 fJ ^ and radical of the formula: 

r R 13 



R 12 



R 14 



(II) 



R 11 , R 12 , and R 13 are each independently selected from the^roup consisting of H, 
alkyl, alkenyl, aryl, arylalkyl, alkoxy, alkylthio, alkenoxy, alkenylthio, 
aryloxy, arylthio, alkyl interrupted by oxa, alkenyl interrupted by oxa, 
alkyl interrupted by thia, alkenyl interrupted by thia, aryloxyalkyl, 
alkoxyaryl, aminoalkyl, aminoalkenyl, aminoaryl, aminoarylalkyl, 
hydroxyalkyl, hydroxyalkenyl, hydroxyaryl, hydroxyarylalkyl, and 
halogen-substituted versions thereof; 

R 14 is a member selected from the group consisting of H, hydroxy, amino, alkyl, 
alkyl interrupted by oxa, alkoxy, aryl, aryloxyalkyl, alkoxyaryl, 
alkoxyaryl, and halogen-substituted versions thereof; 

r is zero or 1; and 

X is a member oclcctod from the group conoioting of alkyl, alkenyl, aryl, 

arylalkyl, alkoxy, alkylthio, alkenoxy, alkenylthio, aryloxy, arylthio, alkyl 
interrupted by oxa, alkenyl interrupted by oxa, alkyl interrupted by thia, 
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alkonyl interrupted by thia, aryloxyalkyl, alkoxyaryl, aminoalkyl, 
aminoalkcnyl, aminoaryl, aminoarylalkyl, hydroxyalkyl, hydroxyalkonyl, 
hydroxyaryl, hydroxyarylalkyl, halogen oubotitutcd vcroiono thereof, and 
radicalo selected form the group conoioting of: 
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as4 




,R 12 



■ R 13 



wherein, 



ft^j^rft^-gBAft* 4 arc cac h independently ao defined above; 

R 16 and R 17 are each independently selected from the group consisting of 



H, alkyl and aryl, or taken together form a ring structure; 
R 4 ' 8 =aftd=R 49 arc cach independently oclcotcd from the group conoioting of 



H, alkyl, aryl, alkoxy, alkyl interrupted by oxa, aryloxyalkyl, 
alkoxyaryl, and halogen oubotitutod voroiono thereof; 

R^Rp^aa^R 3 * are each independently oolootod from the group conoiatin 
of II, allcyl, alkenyl, aryl, nrylalkyl, alkoxy, alkylfhio, alkcnyloxy, 
allkcnylthio, aryloxy, aminoalkyl, aminoalkonyl, aminoaryl, 
aminoarylakyl, hydroxyalkyl, hydroxyalkcnyl, hydroxyaryl, and 
hydroxyar>1allcyl; and 

o io an integer of from 1 to 3, 



and wherein, optionally, any two of R 1 , R 2 , and R 3 are combined to form a ring structure; 
and dimers of Formula I, said dimers being formed by the covalent attachment of two 
complexing agents of Formula I through a linking group having from 1 to 6 carbon atoms; and 
physiological salts thereof. 

Claim 3 (original): The pharmaceutical composition of claim 2 wherein m, n, and p are each 2. 

Claim 4 (original): The pharmaceutical composition of claim 2 wherein q is 1. 

Claim 5 (original): The pharmaceutical composition of claim 2 wherein said cation is calcium. 
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Claim 6 (original): The pharmaceutical composition of claim 2 wherein m, n, and p are each 2, 
q is 1 , and said cation is calcium. 

Claim 7 (original): The pharmaceutical composition of claim 2 wherein aft alkyl are C1-C4 
alkyl. 

Claim 8 (original): The pharmaceutical composition of claim 2 wherein all alkyl are C1-C4 
alkyl, all alkenyl are vinyl, all aryl are phenyl, all aralkyl are phenethyl or benzyl, all cycloalkyl 
are cyclopentyl or cyclohexyl, and all halogens are chlorine or fluorine. 

Claim 9 (original): The pharmaceutical composition of claim 2 wherein R 2 and R 3 are each 
independently selected from the group consisting of H, alkyl, alkenyl, aryl, and aralkyl. 

Claim 10 (original): The pharmaceutical composition of claim 2 wherein R 2 and R 3 are each 
independently selected from the group consisting of H and C1-C4 alkyl. 

Claim 11 (original): The pharmaceutical composition of claim 2 wherein R 2 and R 3 are each H. 

Claim 12 (original): The pharmaceutical composition of claim 2 wherein R 2 and R 3 are each H 
and q is 1 . 

Claim 13 (canceled) 

Claim 14 (currently amended): The pharmaceutical composition of claim 2 wherein q is 1 and 
q io 1, said cation is calcium , and R^ 



R 11 

1 


r -\ 
R 13 

-U 








L — x 


— tr\ 


F 


J 


r 



Claims 15-17 (canceled) 
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Claim 18 (currently amended): The pharmaceutical composition of claim 2 4=2 wherein R 16 
and R 17 are independently selected from the group consisting of H and C1-C4 alkyl. 

Claims 19-20 (canceled) 

Claim 21 (currently amended): The pharmaceutical composition of claim 2 wherein R 2 and R 3 
are each independently selected from the group consisting of H, alkyl, alkenyl, aryl, and aralkyl, 
and R 4 - io a member oclcctcd from the group oonoioting of H, alkyl, alkenyl, aryl, aralkyl, and 



R 11 


R 13 


I — X 




h 














r 



%R u ,R u ,andR 1J are each independently selected from the group consisting of H, alkyl, 
alkenyl, aryl, and arylalkyl, and R 14 is a member selected from the group consisting of H, 
hydroxy, amino, and alkyl. 

Claim 22 (currently amended): The pharmaceutical composition of claim 2 wherein R*-is 



R 11 
I 


r ~\ 
R 13 

I 




J n 1 


i — r 




i» 










r 



■ II I III 



bR ,R ,andR are each independently selected from the group consisting of H, alkyl, 
alkenyl, aryl, and arylalkyl, and R 14 is a member selected from the group consisting of H, 
hydroxy, amino, and alkyl. 



Claim 23 (currently amended): The pharmaceutical composition of claim 2 wherein: 
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R + 4s 



R 11 

1 


r ■> 
R 13 








L — x 


"IT- 


r 






v. j 


r 



are each independently selected from the group 
consisting of H and C1-C4 alkyl, R 14 is a member selected from the group 
consisting of H and C1-C4 alkyl, and X io a member oclcctcd from the group ■ 

LOS^ N R16 yP 

— P. — p: ana — (J ' 

W k R^ 7 'OR ' l b ' 

in which R 16 and R 17 are each independently H or C1-C4 alkyl; 
R 2 and R 3 are each independently selected from the group consisting of H and C1-C4 
alkyl; 

m, n, and p are each 2; 
qis 1; and 

said cation is calcium. 

Claim 24 (currently amended): The pharmaceutical composition of claim 2 wherein ft*4s 



R" 

u 


R 13 










-r 


[t] 








r 



in which R 11 , R 12 , and R 13 are each independently selected from the group consisting of H and 
C1-C4 alkyl, and R 14 is a member selected from the group consisting of H and C1-C4 alkyl. 
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Claim 25 (original): The pharmaceutical composition of claim 2 wherein R 1 is 
dihydroxyphosphorylmethyl, R 2 is H, R 3 is H, m is 2, n is 2, p is 2, and q is 1 . 

Claim 26 (original): The pharmaceutical composition of claim 25 in which said cation is 
calcium. 

Claims 27-32 (canceled) 

Claim 33 (currently amended): A method for mitigating ischemia or ischemia-reperfusion 
injury in a patient that has undergone cardiopulmonary bypass, said method comprising 
administering to said patient an effective amount of a pharmaceutical composition of claim 2 i. 

Claim 34 (currently amended): A method for mitigating ischemia or ischemia-reperfusion 
injury in a patient that has undergone vascular surgery, said method comprising administering to 
said patient an effective amount of a pharmaceutical composition of claim 2 4=. 

Claim 35 (currently amended): A method for mitigating ischemia or ischemia-reperfusion 
injury in transplanted tissue in a patient that has undergone tissue transplant, said method 
comprising administering to said patient an effective amount of a pharmaceutical composition of 
claim 2 i. 

Claim 36 (original): A method for providing neuroprotection or cardioprotection in a patient, 
said method comprising administering to said patient an effective amount of a pharmaceutical 
composition of claim 2. 

Claim 37 (original): A method for enhancing the biological activity of a cyclic polyaza chelator 
having complexing affinity for first transition series elements, said method comprising 
administering said chelator as a pharmaceutical composition of claim 2. 

Claim 38 (original): A method for mitigating ischemia or ischemia-reperfusion injury in a 
patient, said method comprising administering to said patient an effective amount of a 
pharmaceutical composition of claim 2. 
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Claim 39 (original): A method for mitigating damage to the central nervous system of a patient 
suffering from ischemic stroke, seizure or trauma, said method comprising administering to said 
patient an effective amount of a pharmaceutical composition of claim 2. 

Claim 40 (original): A method for mitigating damage to the heart of a patient suffering a heart 
attack or arrhythmia, said method comprising administering to said patient an effective amount 
of a pharmaceutical composition of claim 2. 

Claim 41 (original): A method for enhancing the biological activity of a cyclic polyaza chelator 
having complexing affinity for first transition series elements, said method comprising 
administering said chelator as a pharmaceutical composition of claim 23. 

Claim 42 (original): A method for mitigating ischemia or ischemia-reperfusion injury in a 
patient, said method comprising administering to said patient an effective amount of a 
pharmaceutical composition of claim 23. 

Claim 43 (original): A method for providing neuroprotection or cardioprotection in a patient, 
said method comprising administering to said patient an effective amount of a pharmaceutical 
composition of claim 23. 

Claim 44 (original): A method for mitigating damage to the central nervous system of a patient 
suffering from ischemic stroke, seizure or trauma, said method comprising administering to said 
patient an effective amount of a pharmaceutical composition of claim 23. 

Claim 45 (original): A method for mitigating damage to the heart of a patient suffering a heart 
attack or arrhythmia, said method comprising administering to said patient an effective amount 
of a pharmaceutical composition of claim 23. 

Claim 46 (original): A method for enhancing the biological activity of a cyclic polyaza chelator 
having complexing affinity for first transition series elements, said method comprising 
administering said chelator as a pharmaceutical composition of claim 25. 
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Claim 47 (original): A method for mitigating ischemia or ischemia-reperfusion injury in a 
patient, said method comprising administering to said patient an effective amount of a 
pharmaceutical composition of claim 25. 

Claim 48 (original): A method for providing neuroprotection or cardioprotection in a patient, 
said method comprising administering to said patient an effective amount of a pharmaceutical 
composition of claim 25. 

Claim 49 (original): A method for mitigating damage to the central nervous system of a patient 
suffering from ischemic stroke, seizure or trauma, said method comprising administering to said 
patient an effective amount of a pharmaceutical composition of claim 25. 

Claim 50 (original): A method for mitigating damage to the heart of a patient suffering a heart 
attack or arrhythmia, said method comprising administering to said patient an effective amount 
of a pharmaceutical composition of claim 25. 
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